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SUITABILITY PETITION

This petition is submitted pursuant to 21 CFR parts 10.20 and 10.30, as provided for in 21 CFR
314.93 and Section 505(j)(2)(c) of the Federal Food, Drug and Cosmetic Act to request the
Commissioner of the Food and Drug Administration to declare that the drug product Cephalexin
Dispersible Tablets 125 mg, 250 mg and 500 mg are suitable for submission as an abbreviated new
drug application (ANDA).

A. Action Requested

The petition is submitted for a change in dosage form of the drug product from “powder for
ord suspension” and “capsules’ to “dispersible tablets’. The listed drug product is Keflex®
for oral suspension 125 mg/5 mL and 250mg/5 mL, and Keflex® Pulvules 250 mg and 500
mg manufactured by Eli Lilly and Company (Lilly). Cephaexin will be marketed as
dispersible tablets in dosage strengths of 125 mg, 250 mg and 500 mg. The drug, the route
of administration and the recommendations for use are the same as the listed drug product.
The proposed product would differ only in dosage form from Lilly’s marketed product.

The proposed drug product is expected to demonstrate bioequivalence to both 250 mg/5 mL
suspension and 500 mg capsule dosage forms of the listed product which will be submitted
at alater date.

B. Statement of Grounds

Dispersible tablet is presented for administration by dispersing a single tablet in a specified
amount of water.

The new dosage form would be a better adternative to the powder for ora suspension with
regards to the following advantages:

Unit dose dispensing.

Convenience to the patient with respect to the administration during traveling.
Storage of the product will not require specia condition like refrigeration.
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Better precison of dosage over the traditiona teaspoonful.
Ease of carrying.

Additionally, 250 mg and 500 mg dispersible tablets can be a viable alternative to the
capsule dosage form for geriatric patients who have problems swallowing the solid oral
dosage forms.
As the proposed product ‘will differ only in dosage form, and the indications, strength, route
of administration, intended patient population and recommendations for use remain the same
as Lilly’s marketed product, therefore there will be no difference in the safety and efficacy
of the proposed dispersible tablets.
A package insart of Lilly’s Keflex® is attached along with the draft package insert of the
proposed Cephalexin Dispersible Tablets.

C. Pediatric Use Information
As the package insert of Lilly’s Keflex® for oral suspension contains adequate dosing and
administration information for the pediatric population, no additiona studies are required.

D. Environmental Impact
An environmental assessment report on the action requested in this petition is not required
under 21 CFR 25.24.

E. Economic Impact
The petitioner does not believe that this is applicable in this case, but will agree to provide
such an analysis if requested by the Agency.

F. Certification
The undersigned certifies that to the best of its knowledge, this petition includes all
information and views on which the petition relies, and that it includes representetive data
and information known to the petitioner, which are unfavorable to the petition.

Sincerely,

Al Sl

Nicholas M. Fleischer, R.Ph., Ph.D.
Director of Biopharmaceutics
THE WEINBERG GROUP INC.




CEPHALEXIN DISPERSIBLE TABLETS
Rx only

DESCRIPTION

Cephalexin, USP is a semisynthetic cephalosporin antibiotic intended for oral
administration. It is 7-(D-c:-amino-ct-phenyl-acetamido)-3-methyl-3-cephem-4-
carboxylic acid monohydrate. cephalexin has the molecular formula CisHi7N304S*H,0
and the molecular weight is 365.4.

Cephaexin has the following structural formula:
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The nucleus of cephalexin isrelated to that of other cephal osporin antibiotics.-The
compound is a zwitterion; i.e., the molecule contains both a basic’and an acidic group.
The isoelectric point of cephaexin in water is approximately 4.5 to 5.

The crystalline form of. .cephalexin which is available is a monohydrate. It is a
white crystalline solid having a bitter taste. Solubility in water is low at room
temperature; 1 or 2 mg/ml may be dissolved readily, but higher concentrations are
obtained with increasing difficulty.

The cephalosporins differ from penicillins in the structure of the bicyclic ring
system. Cephalexin has a D-phenylglycyl group as substituent at the 7-amino position
and an unsubstituted methyl group at the 3-position.

Each dispersible tablet for oral administration contains cephalexin monohydrate
equivalent to 125 mg, 250 mg or 500 mg of cephalexin.

The inactive ingredients will be furnished when ANDA is submitted, since thisis
proprietary information, The inactives are GRAS ingredients at the appropriate levels.

CLINICAL PHARMACoOLOGY

Human  Phormocology - Cephalexin is, acid stable and may be given -
without regard to meals. It is rapidly absorbed after oral administration. Following
doses of 250 mg, 500 mg, and |g, average peak serum levels of approximately 9,
18, and 32 mcg/mL respectively were obtained at 1 hour. Measurable levels were
present 6 hours after administration. Cephalexin is excreted in the urine by
glomérular filtration and tubular secretion. Studies showed that over 90% of the
drug was excreted unchanged in the urine within S hours. During this period,
peak urine concentrations following the 250 mg, 500 mg, and 1g doses were
approximately 1,000, 2,200, and 5,000 mcg/mL respectively.
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Microbiology - In vitro tests demonstrate tha the cephalosporins are
bactericidal because of their inhibition of cell-wall synthesis. Cephalexin has been
shown to be active against most strains of the following microorganisms both in
vitro and in clinical infections as described in the INDICATIONS AND

USAGE section.

Aero Gram-positive :
Staphylococcus aureus (including penicillinase-producing strains)
Staphylococcus epidermidis (penicillin-susceptible strains)
Streptococcus pneumoniae
Streptococcus pyogenes

Aerobes.  Gram-negative
Escherichia coli
Haemophilus influenzae
Klebsiella pneumoniae
Moraxella (Branhamella) catarrhalis
Proteus mirabilis

Note--Methicillin-resistant staphylococci and most strains of enterococci
(Enterococcus faecalis [formerly Streptococcus faecalis]) are resistant to
cephalosporins,including cephalexin. It is not active against most strains of
Enterobacter spp, Morganella morganii, and Proteus vulgaris. |t has no activity against
Pseudomonas spp Or A cine tobacter calcoace ticus.

Susceptibility Tests - Diffusion Technique? Quantitative methods that require
measurement of done diameters provide reproducible estimates of the susceptibility
of bacteria to antimicrobial compounds. One such standardized procedure’ that
has been recommended for wuse with disks to test the susceptibility of
microrganisms to cephalexin uses the 30 mcg cephalothin disk. Interpretation
involves correlation of the diameter obtained in the disk test with the minimal
inhibitory concentration (MIC) for cephalexin.

Reports from the laboratory providing results of the standard single-disk
susceptibility test with a 30 mcg cephalothin disk should be interpreted according

to the following criteria:

Zone Diameter (mm) [ nterpretation
>18 (S) Susceptible
15-17 (1) Intermediate
<14 (R) Resistant

A report of “Susceptible” indicates that the pathogen is likely to be inhibited by
usualy achievable concentrations of the antimicrobial compound in blood. A
report of “Intermediate” indicates that the result should” be considered equivocal,
and if microrganism is not fully susceptible to alternative, clinically feasible drugs, the
test should be repeated. This category implies possible clinical applicability in body
sites where the drug is physiologically concentrated or in situations where high
dosage of drug can be used. This category also provides a buffer zone that
prevents small uncontrolled technical factors from causing maor discrepancies in
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interpretation. A report of “Resistant” indicates that usually achievable
concentrations of the antimicrcobial compound in the blood are unlikely to be
inhibitory and that other therapy should be selected.

Measurement of MIC or MBC and achieved antimicrobid  compound
concentrations may be appropriate to guide therapy in some infections, (See
CLINICAL PHARMACOLOGY section for . information on drug concentrations
achieved in infected body sites and other pharmacokinetic properties of this
antimicrobia drug product.)

Standardized susceptibility test procedures require the use of laboratory
control microorganisms. The 30 mcg cephaothin disk should provide the following

zone diameters in these laboratory test quality control strains:

Microorganism Zone Diameter (mm)
E. coli ATCC 25922 15-21
S, aureus ATCC 25923 29-37

Dilution techniques: Quantitative methods that are used to determine MICs
provide reproducible estimates of the susceptibility of bacteria to antimicrobial
compounds. One such standardized procedure uses a standardized dilution
method® (broth, agar, microdilution) or equivalent with cephalothin powder. The
MIC values obtained should be interpreted according to the following criteria:

MIC (mcg/mL) I nterpretation
<8 (S) Susceptible
-16 (I) Intermediate
>32 (R) Resistant

Interpretation should be as stated above for results using diffusion techniques.
As with standard diffusion techniques, dilution methods require the use of
laboratory control microrganisms. Standard cephalothin powder should provide the

following MIC vaues:

Microorganism MIC (mcg/mL)
E. coli ATCC 25922 4-16
S. aureus ATCC 292 13 0.12-0.5

INDICATIONS AND USAGE
Cephalexin dispersible tablets are indicated for the treatment of the following

infections when caused by susceptible strains of the designated microorganisms:

Respiratory tract infections caused by S. preumoniae and S. pyogenes (Penicillin is
the usual drug of choice in the treatment and prevention of streptococcal infections,
including the prophylaxis of rheumatic fever. Cephalexin is generally effective in the
eradication of streptococci from the nasophatynx; however, substantia data
establishing the efficacy of cephalexin in the subsequent prevention of rheumatic fever

are not available at present.)

cephpkep.doc



Otitis media due to S. preumoniae, H. influenzae, Staphylococci, streptococci and
M. catarrhalis.

Skin and skin structure infections caused by staphylococci and/or streptococci
Bone infections caused by staphylococci and/or . mirabilis
Genitourinary tract infections, including acute prostatitis caused by £. coli, -1".
mirabilis, and K. pnewmoniae
Note - Culture and susceptibility tests should be initiated prior to and during
therapy. Renal function studies should be performed when indicated.

CONTRAINDICATIONS N
Cephalexin is contraindicated in patients with known allergy to the

cephalosporin group of antibiotics.

WARNINGS
BEFORE CEPHALEXIN THERAPY IS INSTITUTED, CAREFUL INQUIRY

SHOULD BE MADE CONCERNING PREVIOUS HYPERSENSITIVITY
REACTIONS TO CEPHALOSPORINS AND PENICILLIN. CEPHALOSPORIN C
DERIVATIVES SHOULD BE GIVEN CAUTIOUSLY TO PENICILLIN-SENSITIVE
PATIENTS.

SERIOUS ACUTE HYPERSENSITIVITY REACTIONS MAY REQUIRE
EPINEPHRINE AND OTHER EMERGENCY MEASURES.

There is some clinical and laboratory evidence of partia cross-allergenicity of the
penicillins and the cephalosporins. Patients have been reported to have had severe
reactions (including anaphylaxis) to both drugs. .

Any patient who has demonstrated some form of allergy, particularly to drugs,
should receive antibiotics cautiously. No exception should be made with regard to

. cephalexin.

Pseudomembranous colitis has been reported with nearly all anti-
bacteiral agents, including cephalexin, and may range from mild to life
threatening. Therefore, it is important to consider this diagnosis in patients
with diarrhea subsequent to the administration of antibacterial agents.

Treatment with antibacterial agents alters the normal flora of the colon and may
permit overgrowth of clostridia.  Studies indicate that a toxin produced by
Clostridium difficile is one primary cause of antibiotic-associated colitis.

After the diagnosis of pseudomembranous colitis has been established,
appropriate  therapeutic  measures should be initiated. Mild cases of
pseudomembranous colitis usualy respond to drug discontinuation aone. In moderate to
severe cases, considerations should be given to management with fluids and electrolytes,
protein supplementation and treatment with an antibacteiral drug clinically effective
againgt Clostridium difficile colitis.

{/sage in Pregnancy - Safety of this product for use during pregnancy has not been

established.
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PRECAUTIONS
General -- Patients should be followed carefully so that any side effects or

unusual manifestations of drug idiosyncrasy may be detected. If an alergic reaction
to cephalexin occurs, the drug should be discontinued and the patient treated with the
usual agents (e.g., epinephrine or other pressor amines, antihistamines, or
corticosteroids).

Prolonged use of cephalexin may result in the overgrowth. of nonsusceptible
organisms. Careful observation of the patient is essential. If superinfection occurs
during therapy, appropriate measures should be taken.

Positive direct Coombs tests have been reported during treatment with the
cephalosporin antibiotics. In hematologic studies or in transfusion cross—matchlng
procedures when antiglobulin tests are performed on the minor side or in
Coombs'’ testing of newborns whose mothers have received cephal osporin antibiotics
before parturition, it should be recognlzed that a positive Coombs’ test may be due
to the drug.

Cephalexin should be admlnlstered with caution in the presence of markedly

impaired renal function. Under such conditions, careful clinical observation and
laboratory studies should be made because safe dosage may be lower than that

usually recommended.
Indicated surgical procedures should be performed in conjuction with antibiotic

therapy.

As aresult of administration of cephalexin, a false-positive reaction for glucose in
the urine may occur. This has been observed with Benedict’s and Fehling's solutions
and also with Clinitest™ tablets but not with Tes-Tape® (Glucose Enzymatic Test Strip,

USP.)
As with other B-lactams, the renal excretion of cephalexin is inhibited by

probenecid.

Broad-spectrum  antibiotics should be prescribed with caution in individuals

with a history of gastrointestina disease, particularly colitis.

Usage in Pregnancy-- Pregnancy Category B -- The daily ora administration of
cephalexin to rats in doses of 250 or 500 mg/kg prior to and during pregnancy, or to
rats and mice during the period of organogenesis only, had no adverse effect on fertility,
fetal viability, fetal weight, or litter sze. Note that the safety of cephalexin during
pregnancy in humans has not been established.

Cephalexin showed no enhanced toxicity in weanling and newborn rats as
compared with adult animals. Neverthel ess, because the studies in humans cannot rule
out the possibility of harm, cephaexin should be used during pregnancy only if clearly

needed.
Nursing Mothers-- The excretion of cephalexin in the milk increased up to 4

hours after a 500 mg dose; the drug reached a maximum level of 4 mcg/mL, then
decreased gradualy and had disappeared 8 hours after administration. Caution should be
exercised when cephaexin is administered to a nursing woman.
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ADVERSE REACTIONS
Gastrointestinal --- Symptoms of pseudomembranous colitis may appear either

during or after antibiotic treatment. Nausea and vomiting have been reported
rarely. The most frequent side effect has been diarrhea. It was very rarely
severe enough to warrant cessation of therapy. Dyspepsia, gadtritis, and abdominal
pain have aso  occured. As with some penicillins and  some  other
cephalosporins,  transient hepatitis and cholestatic jaundice have been reported rarely.

Hypersensitivity --- Allergic reactions in_the form of rash, urticaria,
angioedema, and, rarely, erythema multiforme, Stevens Johnson syndrome or
toxic epidermal necrolysis have been observed. These reactions usually subsided
upon discontinuation of the drug. In some of these reactions, supportive
therapy may be necessary. Anaphylaxis has also been reported.

Other reactions have included genital and anal pruritus, genital moniliasis,
vaginitis and  vagind  discharge,  dizziness, fatigue, headache,  agitation,
confusion, hdlucinations,  arthragia, arthritis, and joint disorder. Reversible,
interstitial nephritis  has  been  reported rarely. Eosinophilia, neutropenia,
thrombocytopenia, and slight elevations in AST (SGOT) and ALT (SGPT) have been

reported.

OVERDOSAGE
Signs and Symptoms -- Symptoms of oral overdose may include nausea, vomiting,

epigastric distress, diarrhea and hematuria. If other symptoms are present, it is
probably secondary to an underlying disease state, an allergic reaction or toxicity
due to ingestion of a second medication. v

Treatment ---To obtain up-to-date information about the treatment of
overdose, a good resource is your certified Regional Poison Control Center.
Telephone numbers of certified poison control  centers are listed inthe
Physicians' Desk Reference (PDR) . | n  managing overdosage, consder the
possibility of multiple drug overdoses, interaction among drugs and unusual drug
kinetics in your patient.

Unless 5 to 10 times the normal dose of cephalexin has been ingested,
gastrointestinal - decontamination should not be necessary.

Protect the patient's airway and support ventilation and perfusion.
Meticulously monitor and maintain, within acceptable limits, the patient's
vital signs, blood gases, serum electrolytes, etc. Absorption of drugs from the
gastrointestinal tract may be decreased by giving activated charcoal, which, in
many cases, is more effective than emesis or lavage; consider charcoal instead of or
in addition to gastric emptying. Repeated doses of charcoal over time may hasten
dimination of some drugs that have been absorbed. Safeguard the patient’s  airway
when employing gastric emptying or charcoa.

Forced diuresis, peritoneal diayss. hemodialysis, or charcoa hemoperfusion have not
been established as beneficial for an overdose of cephalexin; however, it would be
extremely unlikely that one of these procedures would be indicated.

The oral median lethal dose of cephalexin in rats is > 5,000 mg/kg.
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DOSAGE AND ADMINISTRATION

Cephalexin dispersible tablets are administered orally.

Adults-- The adult dosage rangesfrom 1to 4 g daily in divided doses. The usual
adult dose is 250 mg every 6 hours. For the following infections, a dosage of 500
mg may be administered every 12 hours. streptococcal pharyngitis, skin and  skin
structure infections, and uncomplicated cystitis in patients over 15 years of age.
Cystitis therapy should be continued for 7 to 14 days. For more severe infections or
those caused by less susceptible organisms, larger doses may be needed. If daily
doses of cephalexin greater than 4 g are required, parenteral cephalosporins, in
appropriate doses, should be considered.

Pediatric Patients - The usual recommended daily dosage for pediatric patientsis 25 to
50 mg/kg in divided doses. For streptococcal pharyngitis in patients over 1 year of age and
for skin and skin structure infections, the total daily dose may be divided and administered

every 12 hours.
Cephalexin Dispersible Tablets

Weight 125 mg Tablet
10 kg (22 1b) 1/2 to 1 tab q.i.d.
20 kg (44 Ib) 1 to 2 tabs q.i.d.
40 kg (88 1b) 2to 4 tabs g.i.d.
Weight 250 mg Tablet
20 kg (44 1b) 1/2 to 1 tab q.i.d.
40 kg (88 1b) 1to 2 tabs q.i.d.
or

Weight 125 mg Tablet
10 kg (22 Ib) 1to2tabsb.id.
20 kg (44 Ib) 2to 4 tabsb.i.d.
40 kg (88 1b) 4 to 8tabsh.i.d.
Weight 250 mg Tablet
10 kg (22 Ib) 1/2to 1 tab b.i.d.
20 kg (44 Ib) 1to 2 tabs b.i.d.
40 kg (88 Ib) 2to 4 tabshb.i.d.

In severe infections, the dosage may be doubled.
In the therapy of otitis media, clinical studies have shown that a dosage of 75 to 100

mg/kg/day in 4 divided dosesis required.
In the treatment of B-hemolytic streptococcal infections, a therapeutic dosage of
cephalexin should be administered for at least 10 days.

Cephalexin Dispersible Tablets should be dispersed in one teaspoonful of water before
administration
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HOW SUPPLIED:
Cephalexin Dispersible Tablets, 125 mg, 250 mg and 500 mg.

Packaging size to be determined.
Store at a controlled room temperature, 15" to 30°C (59° to 86" F) protected from

moisture.
Dispense in tight, light-resistant container.

REFERENCES

1. Nationa Committee for Clinical Laboratory Standards. Performance standards for
antimicrobial disk susceptibility tests - 5th ed. Approved Standard NCCLS
Document M2-AS5, Vol 13, No 24, NCCLS, Villanova, PA. 1993.

2. National Committee for Clinical Laboratory Standards: Methods for dilution

antimicrobial susceptibility tests for bacteria that grow aerobically -3rd ed. Approved
Standard NCCLS Document M7-A3, Vol 13, No 25, NCCLS, Villanova, PA.

1993.

November 1999
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! ooliﬂs hu bun roporbd with nearly
lll nmibuctmal g jn, and  may
range from.mitd to life thnmnlnq Thoroforo it Is impor-
tant to comsider this-diagnosis, in patients with diarrhea
subsequent to the administration of antibacterial. agents.
Treatment with antibacterial agents alters the normal flora
of the colon and may permit evergrowth of clostridia, ﬁmd
ies indicate that a toxin produced by Clostridium difficile S
one prima¥y cause of anﬁbxdhc—asaocmted ‘colitis. KR
After the diagnosi anous’ colitis has beén
eftablished, apm'oonate theraveiitic' measires should be
initiated. Mild cases ‘of pseudomestbranoys ‘eolitis ‘usually
respond wdrugﬂ:seonhnuahon alorie. T moderdté to' Se-
vere ‘Casés, tonsidération should: be’ ‘given to managéiment
with fluids ynd elecﬁd!y!ee protemfupp]ementahon, dhd
tréatment with‘an auﬁbacfandl drugt‘.lmicaﬂy eﬂ' ive
against” i diﬁicr.te colitis:’
Usagé in P)-egnancy —-Safety of this prodiret for use durmg

pregnancy l:g“sj fiot been’ estal)hahed "o

PRECAUTIONS
Generali-Patiehits shauld be follwed earefnny 80 that any
side effects or 1] stations of drug id Asy
maybedeteded. KaﬂallergncmaehontoKeﬂexoecurs,the
dmg ‘shiould be disconti uod an&”thé'patlent treated 'yv;th

Posltlve direct Coo;nbs’»tests ha been reported during
tréatment ‘with the in antibioti

logic studies or, in. t‘ : D crosg-mat
wenanhglobulm' ire performed of
m§1 mbs’ testlng névfhbrﬂs Wi

antibiatics before parhm

Keﬂexshouldbé dmi ed thh At

of markedly impaired renal function. Under such
tions, careful clinical observation’and sborators stddies
hould be made because sa.fe dosage may be lower than \‘.bat

Posi
ction for glucosé in thie urine may decur. This bas been ob-
erved with Benedwt’g apd Febhng’a solutmns and also’ thh

.road-spectrum antibiotic sheiild be prescgbed with cau-
onin mdmduals witha Instory of gastro' testinal dxsease,
amculaﬂycohtm o e
Tsage mP'reaMncy.A’regnawCategf ory. B~ 3
ral istration of ---t&ratsmdosesof%ﬂor
00 mg/kg | prwr to and . dux;mg pregnancy, ; .or.fo rats and
iice during the’ penod of organogenesis only, had no ad-
erse effect on fertility, fetal viability, fetal weight, or litter
ize. Note.that the safety of cephalexin dunng‘pfegnnncy in
umans has not been established. :
‘ephalexin’' showed no enhanced toxicity in- Weanlmg and
ewborn ‘rats as eompared with adult animals. Neverthe-
185, becduse the studies in humans cannot rule out the pos-
|b|||ty of harm, Keflek should be used during pregnancy
oly if clearly needed.

Tursing Mothers —The excretion of cephalexin in the milk
wreased up to 4 hours after a 500-mg doge; the drug
sached a'maximum |level of 4 pg/mlL, the” decreased grad-
dly and had disappeared 8 hours after adininistration.
‘aution should be exercised when Reflex i§'administered to

nursing woman.

DVERSE REACTIONS

fastrointestinal -Symptoms of pseudomembranous colitis
way appear either during or after antibiotic trestment.
lausea end vomiting have been reported rarely. The most
sequent side effect has been diarrhea. It wag very rarely
evere enough to warrant cessation of cherapy Dyspépsia,
astritis, and abdominal pain have also occurred. As with

Continued on next page

his product information was prepared in June 1999.
urrent information on these and other products gf Dista
roducts Company may he obtain&J by direct inquiry to
illy Research Laboratories, Lilly, Corporate Center,
wdianapolis, Indiana 46285, (800} 545-5979.
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100-mL Bottles N“(‘ 0777- 2321—48 (M- 201\
200-ml. Bottles NDC 0777-2321-89 (M-201)
Ihe 250 mg per 6 mL oral suspension* is available as

some penicillins and some  other eephﬂ porins, transient
hepatitis and cholestahc Jaundlce have been reported
rarely.

Hypersensitivity —Allergic reactions in the form of rash, ur-
ticaria, dngioedema, and, rarely, erythema multiforme,
Stevens-Johnson syndrome, or toxic epidermal necrolysm
haveé been obsérved. These reactions usually subsided upon
discontinuation of the drug. In some of theaé reactions, sup-
portive therapy may be neeessary Anaphylaxis lms also
been report.ed 5

have i and anal pruntus

gemtal moniliasis, vaginitis and vaginal ‘discharge, dizzi

nebs, fatigue, headache, agitation;-confusion; ha‘ilucma—

tions, arthralgia, arclmﬁs and joint disorder. Reversible in-

bémt:hal nephnus has been tepoﬂ:ed rarely: Bom.uophﬂm
; thrombocyt ia;' and shght elevatmna in

AST and ALT have been mported.

OVERDOSAGE

Signs and Symptoms —--Symptoms of oral ovexdose may in-
clude naugea, vomiting, epigastric. dxstress diarrhea, and

adeds Ay

100-mL Bottles NDC 0777-2368-48 (M-202)
200-mL Bottles NDC 0777-2368-89 (M-202)
1D1100 NDC 0777-2368-33 (M-202)

Keflex® Pulvules®, (or cephalexin, USP), are available in:
The250mgPulvu.lesareawhxte powder filled into size 2
Para-Posilok® Cap, (opaque white and opaque dark green)
that are imprinted with “Dista”™ end identity code “H§9” cm
the green cap, ‘and-Keflex 250 on the white body in edxble
black ink. They are avalable as follows: . :
Bottles of 20 NDC ' 0777-0869-20 (PU402)
Bottles of 100.. . NDC 0777-0869-02 (PUI402)
TheﬁOOmgPtﬂvnlesareawh:te powder filled into an elon-
gated, size 0 Para-Posilok Caps. (opaque light green and
opague dark green) that are imprinted with “Dista” and
identity code “H71” on the dark green cap, and Keflex 500
on the light green body in edible black ink. Theyam avail-
able as follows: |

hematuria, If other s are present, it is. probabl;
swondarytoanunderhngdmeaseqtatq,anallergzcrew-
tmn.ortonatydqetomgeshonofasecondmedmhon.
Treatment —To obtain up-to-date information about the
tzeatmentofoverdose,agoodnsamquu:cemﬁedke-
glonal Poison Control Center. Telephone numbers of certi-
fied poison control centers are listed in the Physicians’ Desk
Reference (PDR). In overdosage eonsxder the pos-
sibility of mu]txple overdoses, mterachon among
drugs, and unusual drug kinetics in your patient.

Unless 5 to 10 times the normal dose ofcephalexinhas been
ingested, ti .should not .be

. &

ecessary. .
Protect the. pahents a:rway and sup,port wentxlatmn and
perﬁmmn. Metxculously mpmtor and, mgintain, thhm ac-
ceptable limits, the patmnt’s vital signs, hlood gases, serum
elechuytes,etc.Absorptmnofdmgsﬁ'opxthegastmmtesh
nal tract may be. decmpsed by giving activated, chamoal.
wlnch, in’many cases, ig more eﬂ'echve than emesis or Ta-
vage; consider charcoal instead of or in addition to gastric
emptying. Repeated Jpses.of charooél over time may hastén
elimination of some drugs that have been absorbed Safe-
guard the patxent’s a:.rway when employmg gastnc empty
ing or charcoal.

Forced dmres:s, pentoneal dialysis, hemodmlysm, or char-
coal heméperfusion have not been established as Beneficial
for an gverdose of cephalexiti; ‘however, it would be ex-
tremely unlikely that one of these ptocedures viould be
indica

"The oral medxan lethal dose of cephalenn in rats i8 35:000
mg/kg.

IDOSAGEAND ADWNIS'-I‘RATION PR
Keflex i’ administered: orally.

Adulw—'lheadultdmgerangea fromlto4gdmlyxnd:-
vided doses; The usual adult dose.is 250 mg every 6 hours.
For the following infections, a dosage of 560.mg may be ad-
ministered every 12 hours: streptococeal pharyngitis, skin
and skm structure mfechons and uncomplicated cystitis in
patients over 15 years of age. Cystitis. ﬂwrapy ahould be

Bottle8 of 20 . NDC 0777—0871 20 (PU403)
Bottlesof 100 NDC 0777-0871-02 (PU403)
* After , Store in a refrigerator. May be kept for 14

dxys wit u sxgmﬁcant Toss of poténcy. Shake  well before
using. Keep cloged. .
1 Identi- Dose@ (umt dose medlcatxon, Dlsta) e s
Store atcontmlled room: temperatu:e, r15" to 30 C (59" to
86°F). - .1 i s,

ministration of brewer’s yeast, fenoprofen produces antipy-
retic action. These&i?& are characteristic of nonsteroidal,
anti- mﬁnmmatory antipyretic, analgesic drugs,
The results in bumans confirmed the anti-inflammatory
and analgesic-actions found in animals. The emergence and
degree of erythelmc response were mee&ured in adult male
posed {0 ul t ir ion. The effects of
Nalifon, aﬁpl rin, and-indomethacin were each’ oompared
with those of a placebo. AU 8.drugs demppg;

erythemu: aetmty. .
with r toid arthritis,
tory action of Nalfon has been evidenced by

ief of pain,

duration of morning stiffness, and disease/activity (as as-
sessed by both the investigator and thie pgtient). The anti-
inflammatory action of Nalfon has*dlso evidenced by

increased mobility (e, a deuease in numbex: of Jomts
having limited motion).. - * ;. »

The use of Nalfon in‘ eombinahon ith/gold salts orcoﬂmos
teroids has been studi ‘_‘ i i th d ar-
thritis. The studles vever, wer[ rate m,dempn-
strating wheth obtained by add:

ing Nalfon to xmnnt:enanmer py thh gold salts or
steroids. Whether or not NalfgA used in conjunction with
parhnllye&cnvedoaesofa rticostervid has:a “steroid-

is, the anti- mﬂammp 1 ahd
ve been demonstrated’ by re-
d.uctm'n in t.ender_ness as ¢ response to pressure and reduc

bn.ty tésts—5th ed. Approved Standird NCCLS Docu- -
" ment, M2-AB, Vol 13, No, 24, Nccr.s Villdnova,

: Methods er &ilutlon ‘antimierobial suseephlnhty tests
for bacteria that ° grow aercbically—Jrd ‘ed. Approved
" Stahdard NCCLS Document M7A3 Vol 13 No 25,
NCCIS vmanova.PA, 9&?3'

PV 0360 DPP .

ecer 1998.

‘,[121598]

INALFON®
|l 'fon )
((ferioprofen
USP -

B

caldum)

at

USP)ma' or

Namm@(Fenop M Calcium Capsul

mmol)- of fenoprofen. The ¢
gelahn, iron ond.ea silicone,
active i
Yellow No. 10andFD&CYe]low NG -
Chemicall Nalﬁmxsanaxylaeetxcm:i deri

continued for 7 to 14 days. For more severe,

those d by less ptible, organisms, larger doses
may be needed. I.fdailydoses ofKeﬂex greater thap 4 g are
required, p ins, in appmpnate doses,
should be considered. *

Pediatric Patients —-—The usual recommended dmly dosage
for pediatric patients is 25 to 50 mg/kg in divided doses. For
streptococeal phiaryngitis in patients over 1 year of age and
for'skin ‘and skin structure infections, the total daily dose
may be divided and alministered every 12 hours; -

Keflex Suspen5| on’

We' 125 mg/5. mL
10 kg (22 1b) 12 te Ttsp gid:
20 kg (44 1b) 1 t02 tsp qid.
40 kg (88 Ib) 2t04tep qid

Weight 250 mg/5 mL
10k (22 1b) V410 172 tsp G..d.
20 kg (44 Ib) 1/2 to 1 tap g.i.d.
40 kg (88 1b) 1to2tspq.i.d.

or

Weight 125 mg/5 mL
10kg (22 Ib) T 2 top bid.
20 kg (44 1b) 2to4tsp bi.d
40 kg (88 Ib) 40 8tap bid.

Weight 250 mpg/5 mL,
10 kg (22 Ib) 1/2to T tsp bid.
20 kg (44 |b) 1to 2 tsp b.id.
40 kg (88 Ib), 2 to 4tap bi.d.

In severe infections, the dosage may be doubled.

In the therapy of otitis media. clinical studies have shown
that a dosage of 75 to 100 mg/kg/day in 4 divided doses is
required.

In the treatment of B-hemolytic streptococcal infections, a
therapeutic dosage of Keflex should be administered for at
least 10 days.

HOW SUPPLIED"

Keflex® For Oral Suspension, {or cephalexm usp), |Savalll-
ablein:

The 125 mg per.5 mL ord suspension® is available as
follows:

The structural formula is as follows:

CH,CHOOO -

Nalfon is is.a whi PowH :
formula C, CaOg * 2H20 repte
weight.of 558.65. At25°c it diss

tion in acohol (95%) It is slightly solub] e in water and in-
soluble in ‘benzene.

aftef oral administration of 600-ing doses. Good dose pro-
poftionality was observed petween 200-mg and GOO-mg
d faghngmalevounﬁeersTheplasmahalfhfels ap-

htes of fenapmfen

albumiin, *

'l'he concoxmtant admmm_tmtmn of antacid (eontammg both
and } 'hyd.ronde) does not interfere

w1t.h absorption of N:ilfonof .

Theéve is leas suppr Iagen-induc aggre:
gahqn thh smgle doses of Nalfqn than there is with
I.NDICATIONS AND USAGE -
Nalfon is indicated for relief of. the sxgns and sympwms of
rheumatoid arthritis and ost thritis: It is
for the treatment of acuté flare-ups and exacerbatxous and
Jor the longterm management of these diseases.
Nalfon is a]so mdxcated for the rehef of mi]d to modera‘w
pain.
CONTRA]NDICATIONS
on is contraindicated in pauents who !mve shown hy-
Rensitivity to it.

iz should not'be administered to patients with a hxs-
ry of Mgnificafitly mpmredrenﬁlfunctmm e

3 e

The pKa of Nalfon is4.5 g 25°%4.

CLINICAL. PHARMACOLOGY )
Nalfon iS anonsteroidal,. ag i-inflammatory, antiarthritic
drug that also posiesses apa gésic an d antipyretic activi-
ties. Its exact modeof actifn is unknown,, but it isthought
that prostaglandm §mthefase inhibition i;s involved. Ndfon
nas Been shown to inhibif prostaglandin synthetase 18
from bovine seminal vegicles. Reproduction studies in rats
have shown Nalfon tofbe associated with prolonged labor
and difficult parturitifn when given during late pregnancy.
Evidence suggests thht this ‘may be due to decreased uterine
contractility resultifig f from the inhibiition Of prostaglandin
synthesis. Its actigh is not mediated through the adrena
land.
gF‘enopmfen shows anti-inflammatery effects in rodents by
inhibiting the development of redness and edema in acute
inflammatory conditions and by reducing soft-tissue swell-
ing and bone damage associated with chronic inflammation.
It exhibits analgesic activity in rodents by inhibit&g the
writhing response caused by the introduction of an iiritant
into the peritoneal cavities of mice and by elevating pain
thresholds that are related to pressure in edematous hind-

bieeding, uleeration, and perfo
with or without warning
_chronically with NSAID therapy
trointestinal problems, such as dyspe]
dly developing early In, therapy, physi
alert for ulceration and bleedmg in patie:
ically with NSAIDs, even in the absence of piyious GI tract
symptoms. In patients observed in clinical tn2fg Of several
months to 2 years duration, symptomatic upper GI uloers,
gross bleeding, or pen‘oratlon gppear to occur in approxi-
mately 1% of patients treated for 3 to 6 months, and in
about 2% to 4% of patients treated for 1 year. Physicians
should inform patients about the signs and/er symptoms of
serious Gl toxicity and what steps to take if they oceur.
Studies to date have not identified any subset of patients
not at risk of developing peptic ulceration and bleeding. Ex-
cept for a prior history of serious Gl events and other risk
factors known to be associated with peptic ulcer disease,
such as acoholism, smoking, ete, no risk factors (eg, age,
sex) have been associated with increased risk. Elderly or de-

ion, can occur at any hme,
Qus, in patients treated
N ough minor upper gas-
PRja, are common, usu-
s should-rewai
treated chron-

paws of rata. In rats made febrile by the subcutaneous ad-

bilitated patients seem to tolerate ulceration er bleeding

increase in grip strength, and reductions infoint swelling, . ..




